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10/581,727 



Filed 

September 14, 2005 



First Named Inventor 
Martin Krause et al. 



Examiner 

Mohammad Y. Meah, Ph.D. 



Applicant requests review of the final rejection in the above-identified application. No amendments are being filed 
with this request. 
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Art Unit 
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Applicants 



Martin Krause, Christian Scheler, Ulrike Bottger, Hardy Weisshoff, 
Michael Linscheid 



Serial No. 



10/518,727 



Filed 



September 14, 2005 



Conf. No. 



1308 



For 



Method and Reagent for Specifically Identifying and Quantifying One or 
More Proteins in a Sample 



REASONS FOR REQUEST FOR REVIEW 



1. The rejection of claims 1-6, 8, 22 and 24-38 are rejected under 35 U.S.C. § 103(a) 
as obvious over Aebersold et al. (WO 00/11208) in view of Moutiez et al. (1997) and Li et al. 
(1997) fails to establish a prima facie case of obviousness because each of the limitations of the 
claims is not taught. 

A. The claims utilize a reagent (A,Y, PRO) that is not isotopically labeled (see 
currently pending claim 1). 

B. The Office Action admits that Aebersold et al. fails to teach the claimed reagent 
in the Office Action dated August 4, 2009 at page 5 (last sentence), Office Action dated 
March 4, 2010 at page 4, lines 10-12, Office Action dated July 8, 2010 at page 3, Hnes 
13-15. 

C. Moutiez et al. (1997) and Li et al (1997) fail to teach reagents meeting this 
limitation and are directed to other elements of the claims (DOTA-chelated lanthanide 
metals; Moutiez et al.) and Gd^"'-labeled DOTA chelates (Li et al). 

D. Thus, the combined teachings of Aebersold et al. (WO 00/1 1208), Moutiez et al. 
(1997) and Li et al. (1997) fail to establish a prima facie case of obviousness because 
each of the limitations of the claims is not taught. 
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2. If a proposed modification would render the prior art invention being modified 
unsatisfactory for its intended purpose, then there is no suggestion or motivation to malce the 
proposed modification. In re Gordon, 733 F.2d 900, 221 U.S.P.Q. 1125 (Fed. Cir. 1984). There 
is no suggestion or motivation to make the modification proposed in the Office Actions to the 
teachings of Aebersold et al. 

A. The Office Actions have argued that one skilled in the art would have been 
motivated to alter the teachings of Aebersold et al to use reagents that were not 
isotopically labeled in combination with metal ions chelated in DOTA in order to 
identify and quantify proteins (see August 4, 2009 at page 6 (third paragraph), 
Office Action dated March 4, 2010 at page 5, paragraph 1, Office Action dated 
July 8, 2010 at page 4, first full paragraph. 

B. Aebersold et al. describe isotope coded affinity tag (ICAT) technology. As 
discussed in the as-filed specification (see page 4, line 18 through page 5, line 
27), ICAT technology relies on (and requires) the use of isotopes in order to allow 
for the quantification and identification of biological molecules labeled via ICAT 
technology. ICAT technology is fundamentally different from the present 
invention (and thus is not similar). 

C. Modification of the ICAT reagents taught in Aebersold et al. (as argued in the 
Office Actions) would have rendered Aebersold' s reagents unsuitable for their 
intended purpose because the reagents would not have contained the isotopes that 
allow one to quantify and identify of biological molecules. 

3. The obviousness rejection of record is the result of improper hindsight 
reconstruction of the claimed invention. A fact finder should be aware of the distortion caused 
by hindsight bias. KSR Int'l v. Teleflex Inc., 127 S. Ct. 1727, 1742 (2007) and "a patent 
composed of several elements is not proved obvious merely by demonstrating that each of its 
elements was, independently, known in the prior art." KSR, 127 S.Ct at 1741. 

A. As discussed above and admitted in the Office Actions, the use of reagents 
containing no isotopes (even if chelated metals are present) is neither disclosed 
nor proposed by Aebersold et al. In fact, Aebersold et a/.'s actual analysis is 
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based on the use of isotopes "integrated" into the reagents used in the methods 
taught by the reference. Thus, in order to arrive at the present invention, starting 
from Aebersold et al, the person of skill had to: 

1) disregard the main technical feature of Aebersold et al, namely the 
tagging of biological molecules using differentially isotopically labeled 
reagents (without a chelator being involved) and create reagents that were 
not isotopically labeled, 

2) add and permanently include a chelator into the L-group of Aebersold et 
al, and 

3) include a lanthanide metal ion as the label (see Response filed June 4, 
2010 at pages 8-9). 

In the absence of the claimed invention, there is no motivation in Aebersold et al to 
modify the A-L-PRG-affinity tagged protein reactive reagents in any of the three ways as 
described above and none of the additional references teach or suggest the modification of 
Aebersold et al in such a fashion. Thus, the Office Actions have engaged in improper hindsight 
reconstruction of the claimed invention. 
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